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OTHER SOURCE(S): MARPAT 140:287120 

AB The invention relates cyclic nitromethyl acetic acid derivs . for use as 

intermediates in the preparation of cyclic and bicyclic amino acids. Salts of 
(1R,5R,6S) - [6- (nitromethyl) bicyclo [3.2.0] hept-6-yl] acetic acid (I) or the 
racemate are claimed. Thus, condensation of (1R, 5R) -bicyclo [3 . 2 . 0] heptan- 
e-one with tri-Et phosphonoacetate, followed by reaction with nitromethane 
and saponification, afforded nitro acid I, which was converted to the 
cyclohexylamine salt. Reduction of the nitro group by hydrogenation over Pt/C 
afforded (1R, 5R, 6S) - [6- (aminomethyl) bicyclo [3 . 2 . 0] hept-6-yl] acetic acid. 

IT 676258-90-5P 676258-91-6P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation) ; THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(preparation of (nitromethyl) bicycloheptaneacetic acid salts as 
intermediates in synthesis of bicyclic amino acids) 
RN 676258-90-5 CAPLUS 

CN Cinchonan-9-ol, (8a, 9R)-, mono [ ( 1R, 5R, 6S) -6- 

(nitromethyl)bicyclo[3.2.0]heptane-6-acetate] (salt) (9CI) (CA INDEX 
NAME) 
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Absolute stereochemistry. 
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CRN 485-71-2 
CMF C19 H22 N2 O 



Absolute stereochemistry. 
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RN 676258-91-6 CAPLUS 

CN Bicyclo[3.2.0]heptane-6-acetic acid, 6- (nitromethyl) - , (1R,5R,6S)-, compd. 

with (aS) -a-methylbenzenemethanamine (1:1) (9CI) (CA INDEX 
NAME) 

CM 1 

CRN 473829-30-0 
CMF CIO H15 N 04 

Absolute stereochemistry. 
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CRN 2627-86-3 
CMF C8 Hll N 

Absolute stereochemistry. 




IT 473829-30-0P 676247-11-3P 676258-82-5P 
676258-83-6P 676258-84-7P 676258-85-8P 
676258-86-9P 676258-87-0P 676258-88-1P 

RL: RCT (Reactant) ; SPN (Synthetic preparation) ; PREP (Preparation); RACT 
(React ant or reagent) 

(preparation of (nitromethyl) bicycloheptaneacetic acid salts as 
intermediates in synthesis of bicyclic amino acids) 
RN 473829-30-0 CAPLUS 

CN Bicyclo[3.2.0]heptane-6-acetic acid, 6 - (nitromethyl )- , (1R,5R,6S)- (9CI) 
(CA INDEX NAME) 



Absolute stereochemistry. 




RN 676247-11-3 CAPLUS 

CN Bicyclo[3.2.0]heptane-6-acetic acid, 6- (nitromethyl) - , (1R,5R,6S)-, compd. 
with cyclohexanamine (1:1) (9CI) (CA INDEX NAME) 

CM 1 

CRN 473829-30-0 
CMF CIO H15 N 04 

Absolute stereochemistry. 
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CMF C6 H13 N 




RN 676258-82-5 CAPLUS 

CN Bicyclo [3 .2 . 0] heptane-6-acetic acid, 6- (nitromethyl) - , (1R,5R,6S)-, compd. 
with (ctR) -a-methylbenzenemethanamine (1:1) (9CI) (CA INDEX 
NAME) 

CM 1 

CRN 473829-30-0 
CMF C10 H15 N 04 

Absolute stereochemistry. 
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Absolute stereochemistry. 
Ph 
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NH2 



RN 6762 58-83-6 CAPLUS 

CN Bicyclo[3.2.0]heptane-6-acetic acid, 6- (nitromethyl) - , sodium salt, 
(1R,5R,6S)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 676258-84-7 CAPLUS 

CN Bicyclo[3.2.0]heptane-6-acetic acid, 6- (nitromethyl) - (9CI) 
NAME) 



(CA INDEX 



O2N- CH 2 
H0 2 C- CH 2 - 




RN 676258-85-8 CAPLUS 

CN Bicyclo[3.2.0]heptane-6-acetic acid, 6- (nitromethyl) - , compd. 
(aR) -a-methylbenzenemethanamine (1:1) (9CI) (CA INDEX NAME) 
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with 



CRN 676258-84-7 



CMF CIO H15 N 04 



O2N- CH 2 
HO2C- CH2- 
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CMF C8 Hll N 

Absolute stereochemistry. 
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RN 676258-86-9 CAPLUS 

CN Bicyclo[3.2.0]heptane-6-acetic acid, 6- (nitromethyl) - , compd. with 
(otS) -a-methylbenzenemethanamine (1:1) (9CI) (CA INDEX NAME) 

CM 1 

CRN 676258-84-7 
CMF CIO H15 N 04 



O2N- CH 2 
H0 2 C- CH 2 " 
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CRN 2627-86-3 
CMF C8 Hll N 

Absolute stereochemistry. 
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RN 676258-87-0 CAPLUS 

CN Bicyclo[3.2.0]heptane-6-acetic acid, 6- (nitromethyl) - , compd. with 
(<xS) -a-methylcyclohexanemethanamine (1:1) (9CI) (CA INDEX 
NAME) 

CM 1 



CRN 676258-84-7 
CMF CIO H15 N 04 



0 2 N~ CH 2 
H0 2 C- CH 2 1 
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CRN 17430-98-7 
CMF C8 H17 N 

Absolute stereochemistry. Rotation (+) . 




RN 676258-88-1 CAPLUS 

CN Cinchonan-9-ol, (8a, 9R) -, mono [6- (nitromethyl) bicyclo [3.2.0] heptane- 
6-acetate] (salt) (9CI) (CA INDEX NAME) 

CM 1 

CRN 676258-84-7 
CMF CIO H15 N 04 



0 2 N~ CH 2 
H0 2 C- CH 2 ~ 



CM 2 

CRN 485-71-2 
CMF C19 H22 N2 O 

Absolute stereochemistry. 
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MARPAT 140:287119 




AB The invention presents compds . I (R is H or a suitable carboxylic 

acid-protecting group) or stereoisomers and their ring- saturated derivs . , 
which are intermediates in the preparation of therapeutic fused bicyclic amino 
acids. The synthesis comprises reaction of bicyclo [3 . 2 . 0] hept-2 -en-6 -one 
or bicyclo [3 . 2 . 0] heptan-6-one with a phosphonoacetate derivative In the 
examples, (±) -Et bicyclo [3 . 2 . 0] hept-6-ylideneacetate was prepared from 
bicyclo [3 . 2 . 0] heptan-6-one and tri-Et phosphonoacetate and underwent 
subsequent enzymic hydrolysis, esterif ication, nitromethylation, 

saponification, 

and hydrogenation to afford bicyclic amino acid II. 

IT 473829-30-0P 676247-11-3P 

RL: BPN (Biosynthetic preparation) ; RCT (Reactant) ; SPN (Synthetic 
preparation) ; BIOL (Biological study) ; PREP (Preparation) ; RACT (Reactant 
or reagent) 

(preparation of bicycloheptylideneacetate intermediates in synthesis of 
therapeutic fused bicyclic amino acids) 
RN 473829-30-0 CAPLUS 

CN Bicyclo [3 .2.0] heptane-6-acetic acid, 6- (nitromethyl) - , (1R,5R,6S)- (9CI) 
(CA INDEX NAME) 



Absolute stereochemistry. 




RN 676247-11-3 CAPLUS 

CN Bicyclo[3.2.0]heptane-6-acetic acid, 6- (nitromethyl) - , (1R,5R,6S)-, compd. 
with cyclohexanamine (1:1) (9CI) (CA INDEX NAME) 

CM 1 

CRN 473829-30-0 
CMF CIO H15 N 04 

Absolute stereochemistry. 
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CMF C6 H13 N 
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AB The compds. of the invention are bicyclic or tricyclic amino acids useful 

in the treatment of fibromyalgia. Pharmaceutical compns . containing one or 
more of the compds. for use in the treatment of fibromyalgia are also 
included. 

IT 473829-30-0P 

RL: RCT (Reactant) ; SPN (Synthetic preparation) / PREP (Preparation); RACT 
(Reactant or reagent) 

(fused bicyclic or tricyclic amino acid preparation and use in treatment of 
fibromyalgia) 
RN 473829-30-0 CAPLUS 

CN Bicyclo[3.2.0]heptane-6-acetic acid, 6- (nitromethyl) - , (1R,5R,6S)- (9CI) 
(CA INDEX NAME) 



Absolute stereochemistry. 
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Bicyclic or tricyclic amino acids were prepared for use in the treatment of 
epilepsy, faintness attacks, hypokinesia, cranial disorders, 
neurodegenerative disorders, depression, anxiety, panic, pain, arthritis, 
neuropathol. disorders, sleep disorders, visceral pain disorders, and 
gastrointestinal disorders. Pharmaceutical compns . containing one or more 
the compds. are also included. Thus, [ (1R, 5R, 6S) -6- 

(aminomethyl)bicyclo [3 .2 . 0] hept-6-yl] acetic acid hydrochloride was prepared 
by treating Me [ (1R, 5R, 6S) -6- (isocyanatomethyl) bicyclo [3 . 2 . 0] hept-6- 
yl] acetate with 6N HC1 under reflux for 18 h. The isocyanate was obtained 
from bicyclo[3.2.0]hept-2-en-6-one by a multistep procedure, which 
includes reaction of (IRS, 5RS ) -bicyclo [3 . 2 . 0] heptan-6 -one with Et 
cyanoacetate . 
473829-30-0P 

RL: RCT (Reactant) ; SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation of fused bicyclic or tricyclic amino acids) 
473829-30-0 CAPLUS 

Bicyclo[3.2.0]heptane-6-acetic acid, 6 - (nitromethyl) - , (1R,5R,6S)- (9CI) 
(CA INDEX NAME) 



Absolute stereochemistry. 
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